mice providing unambiguous data for the pathological role of CypD-dependent mPT in ALI.
Introduction

42
Sepsis is a severe systemic inflammatory process caused by bacterial agents, such as 43 lipopolysaccharide (LPS). LPS plays a crucial role in the induction of inflammatory responses 44 and acute lung injury (ALI), leading to acute respiratory distress syndrome (ARDS) [1, 2] .
45
The binding of LPS to toll-like receptor (TLR) 4 initiates signaling pathways, culminating in 46 the activation of mitogen-activated protein kinases (MAPK) and NF-κB [3, 4] . As a 47 consequence of NF-κB activation, the expression of cytokines and chemokines is up-48 regulated, causing neutrophil infiltration into the lung [5, 6, 7] . Leukocytes produce reactive 49 oxygen species (ROS) and nitrogen monoxide (NO), in order to eliminate pathogens.
50
However, the excessive production of these reactive agents can damage cellular components conditions. The role of mPT has been implicated in many pathological conditions 66 accompanied by oxidative damage; however, there are only a few studies regarding the role of 67 mPT in inflammatory processes, and no experiment has been conducted to date to evaluate its 68 participation in ALI. Here, we give the first specific evidence for the role of CypD-dependent 69 mPT in ALI using CypD knock-out mice. that was comparable to that seen in control animals ( Figure 6E ). We determined the phosphorylation level of the p65 subunit of NF-κB and inhibitory-κB 318 (IκB). LPS caused a significant activation of NF-κB in wild type mice compared to CypD -/-319 animals ( Figure 7A ). Similarly, robust IκB phosphorylation was found in wild type animals 320 after LPS treatment; however, CypD -/-mice showed decreased phosphorylation, which seems 321 to confirm our data regarding NF-κB activation ( Figure 7B ). CypD may be essential to prevent or treat inflammatory diseases.
423
In summary, we demonstrate that the loss of essential mPT modulatory protein CypD can 
Conflict of interest
431
The authors declare no conflict of interest. 
